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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

AppL No. 
Applicants 
Filed 
An Unit 
Examiner 



Docket No. 



10/663^08 Confimiation No. 8504 

Alexander V, Sokoloff, et al« 
08/04/2003 
1653 

Desai, Anand U, 



Mini5.014.04.1 



Title: Compounds for Tai^geting Hepatocytcs 

Commissioner of Patents 
PO Box 1450 

Alexandria, VA 2231-1450 

RLRCTIONTO R ESTRICTION REQUIREMENT UNDER 35 U.S.C, S 121 
Dear Sir: 

This letter responds to the Restriction Requirement dated January 26, 2005. 

Applicants elect group I with traverse. The action states that a T7 ligand attached to a 
compound though a covalcnt txind is patentably distinct from a T7 Hgand attached to a 
compound through a non-covalent bond. Applicants respectfiiHy disagree. Applicants have 
developed a composition and method for delivering compounds to hepatocytes. In order tor 
any ligand to direct a compound to a specific site, the ligand must be linked to the compound. 
The only two methods available for linking a ligand to a compound are covalent bonds and 
non-covalent interactions (page 3 lines 1-7). Both methods are well known in tiie art. Pierce 
Biotechnology, f nc, (Rockford^ IL), for example sells a number of crossl inking reagents for 
linking two molecules tog^her via both covalent and non-covalent bonds. 

Applicants elect the species "complex** for prosecution at this time with traverse. It is the 
Applicants* opinion that the elected species are obvious variants of one another. Various 
complexes are well known in the art for delivering drugs^ such as interferon, and 
polynucleotides to cells. These complexes include liposomes^ polyplexes, and llpopolypiexes. 
Applicants have defined an RNA function inhibitor as a nucleic acid or nucleic acid analog (a 
polynucleotide) on page 1 7 lines 29-32. Therefore an RNA function inhibitor is an obvious 
variant of polynucleotide. 
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Applicants elect ihe species T7 pl7 derived peptide for prosecution al diis time with traverse. 
It is the Applicants opinion that SFQ ID NO: 1, T7 phage, T7 pi 7 protein, and T7 pi 7 
derived peptide arc obvious variants of one another. The T7 targeting ligand is defined in the 
specification as comprising a segment of the pi 7 protein of T7 phage that is shown to target 
T7 phage and other compounds to which it Is attached to hcpatocytes in vivo (page 2 lines 
1 0-1 7 and page 8 lines 9-19). SEQ ID NO: 1 consists of a sequence from the T7 phage pl7 
protein and Is therefore a T7 p 1 7 derived peptide. T7 phage pl7 protein is a component of the 
bacteriophage T7 (page 2 lines 10-17 and page 8 lines 9-19). Also, AppUcants have not 
claimed that the T7 ligand consists of a thiol, biotin, or streptavldin. Applicants have claimed 
that the T7 ligand can contain a functional group, such as for aitadiment to a compound 
(page 2 lines 30-32 and page 3 lines 18-29), and that the function group can be a diiol, biolin, 
or streptavldin. T7 ligand-cysteine-PDP.biotin represents the linking of the functional group 
biotin to the T7 ligand through a thiol (cysteine) using the known crosslinker PDP. T7 ligand- 
PEG biotin represents the linking of the lunctlonal group biotin to a T7 ligand through a PEG 
spacer. 



Respectfully submitted, 



Mark K/lphnson Reg. No. 35,909 
Mirus Bib/ Corporation 
SOS South Rosa Road 
Madison, Wl 53719 
608-238-4400 
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